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Amendment Pursuant to 37 CF JL & 1.121 



IN THE CLAIMS: 

The claims set forth below with amendments as. indicated will replace all prior 
versions and listing of claims in the application. 

1. (currently amended) A compound of formula (1) or formula (2) 



wherein: 

X and Y independently are N or CH wher ei n at l oact ono of X and Y io N ; 
Ar is: 

phenyl optionally substituted with one or more substituents selected from 
the group consisting of: halogen, (d-C 4 )alkyl, (C-rC 4 )alkoxy, 
thio(C r C 4 )alkyl, N0 2 , NH(Ci-C 4 )alkyl and N((Ci-C 4 )alkyf) 2 wherein 
said alkyl may optionally form a 4 to 6 membered ring together with 
the heteroatom to which it is attached and an ortho carbon of the 
phenyl wherein said 4 to 6 membered ring may contain a second 
hetero atom selected from the group consisting of O, S and N f w 

5 or 6 membered aromatic het e rocyolo contain i ng ono or two-hotefe 
atoms soloGtod from tho group consisting of Q y N and S, and 
optional l y oubotitutod with one or mo n o halogon, (C+ -G 4 )atkyl7 
(&rG 4 )alkoxy, thio(C+ -G 4 )alkyl, NH(C+ -G 4 )al kyl, N((C+ ^ 4 )a*KYfe 
wh e rein said alkyl may optionally form a A to 6 m e mbered ring 




togothor with th e heteroatom to which it is attached and an ortho 
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carbon of caid hotorocyclo wherein caid 1 to 6 momborod ring may 
optionally contain a second hotoro atom colootod from tho group 
consisting of O, S and N, 

2 is H, 4-aminophenyl, SO2R3 or GOR3 wherein R 3 is (Ci-C 4 )alkyl, (Qr 
C^cycloalkyl, Ar as defined above, (C2-C 6 )a!kenyl or (Ca-CeJalkynyl; 

R1 is H, (CVC 4 )alkyl, {Ca-Cejcycloalkyi or Ar as defined above; 

R' is H or (C r C 4 )alkyi; and 

when Z is H, R2 is a selected from the group consisting of: 
cyano, 

C(0)-ORai wherein Rai is methyl, ethyl or isopropyl, 
C(0>-NHRa2 wherein Ra 2 is cyclopropyl, 

C(0)-N(Ra 2 '), wherein N(Ra2 r ) is aziridinyl or azetidinyl, optionally 
substituted with (Ci-C 4 )alkyl or Ar as defined above, 

C(0)-N(Ra3)-ORa8 wherein each Ra^ may be identical or different and 
each Ra3 is independently selected from the group consisting 
of methyl, ethyl or cyclopropyl, 

C(0)Ra 4 wherein Ra* is Ar as defined above or (Cs-Csjcycloalkyl 
optionally substituted with (Ci-C 4 )alkyl or Ar as defined above, 

C(Ra 4 )=N-Rb wherein; 

Ra 4 is H, Ar as defined above, or (C 3 -C 5 )cycloalkyl optionally 
substituted with (Ci-C 4 )alkyl or Ar as defined above, and 
Rb is (d-C^alkyl, (QrCsJcycloalkyl, hydroxyl, (Ci-C 4 )alkoxy, 
(C 2 -C 4 )alkenyloxy, or (C 1 -C 4 )alkylenoxy wherein said 
(C^-OOalkylenoxy optionally may be substituted with halogen or 
a group selected from the group consisting of carboxyl, 
(CH^nAr wherein n is 0 or 1 and Ar is as defined above, 
(Ci-C 4 )alkoxy, NH 2 , NH(d-C 4 )alkyl, and N((Ci-C 4 )alkyl) 2 
wherein said alkyls together with the heteroatom to which they 
are attached may optionally form a 3 to 6 membered ring which 
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may optionally contain a second hetero atom selected from the 

group consisting of O, S and N, 
NH-C(0)Ra4 wherein Ra* is H f Ar as defined above, or (C3-C 5 )cycloalkyl 

optionally substituted with (Ci-C 4 )alkyl or Ar as defined above, 
NHRa4 wherein Ra4 is H, Ar as defined above, or (C3-C 5 )cycloalkyl 

optionally substituted with (d-G 4 )aJkyl or Ar as defined above, 
phenyl, and 

5 to 6 membered aromatic heterocycle containing 1 to 3 hetero atoms 
selected from the group consisting of O, N and S; and 
when Z is S0 2 Ra or COR3, R 2 is carboxyl, Nl-fe, NH(C r C 4 )alkyl, N((Ci-C 4 )aIkyl) 2 
or (C3-C 5 )cycloalkyIamino; or 

a stereoisomer^ form of the compound of formula (1) or formula (2), or mixtures 
of the stereoisomeric forms thereof in any ratio; or 

a pharmaootioally pharmaceuticals acceptable salt of the compound of formula 
(1) or formula (2). 

2. (original) The compound according to claim 1 wherein Ar is phenyl, 
4-fluorophenyI or 4-methoxyphenyl. 

3. (original) The compound according to claim 2 wherein is H, 
(Ci-C 4 )alkyl, phenyl or substituted phenyl. 

4. (canceled). 

5. (currently amended) The compound according to claim 4 claim 3 
wherein R 2 is C(0>ORai and wherein Ra, is {G4-G 4 )aikyt methvl. ethvl or 
isopropyl . 

6. (originaO The compound according to claim 5 selected from the group 
consisting of: 
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ethyl ^S-diphenyl-S^-dihydr^H-indazoJe-S-carboxylate, 
isopropyl 6,6<liphenyl-67^ihydro-2H-indazoIe-3-carboxylate > 
methyt 6,6KliphenyI^,7-dihydro-2H"indazo!e-3-carboxylate ( 
ethyl ^(as^e-methyl-e-phenyl-ey^dihydro-l H-indazole-3- 

carboxylate, 

ethyl 6-(+)™6-methyl-6-phenyN6,7-dihydro-1 Hnndazole-3- 

carboxylate, 

ethyl e^R^SJ-e-phenyl-S^-dihydr^H-indazole-S-caTtooxylate, 
ethyl 6-(R)-6-phenyl-6 f 7-dihydro-2H-indazole-3-carboxylate, 
ethyl 6-(S)-8-phenyl-6,7-dihydro-2H-indazole-3-carboxylate, 
ethyl 6,6-bts(4-methoxyphenyl)-6,7-dihydro-1 H-indazole-3- 

carboxylate, 

ethyl e-CR.SJ-e-CS^-dimethoxyphenyO-e-phenyl-ej-dihydro-l H- 
indazole-3-carboxyIate, 

ethyl 6-(R,S)-6-(4-f luorophenyl)-6-phenyl-6,7-dihydro-1 H-indazole- 
3-carboxylate, 

ethyl (-)-6-(4-f luorophenyl)-6-phenyl-6,7-dihydro-1 H-indazole-3- 
carboxylate, 

ethyl (^-^(^fluorophenylj-e-phenyl-e^-djhydro-l Hnndazoie-3- 
carboxylate, 

ethyl 6,64>is(4-fluorophenyl)-6,7-dihydro-1 H-indazole-3- 
carboxytate, and 

ethyl 7-methy|-6 t 6-d!phenyi«6 > 7-dihydro-1 H-indazole-3-carboxylate. 

7. (currently amended) The compound according to claim 4 claim 3 
wherein R 2 is C0Ra4 and Ra> is Ar or (C 3 -C 5 )cycloalkyl. 

8. (original) The compound according to claim 7 selected from the group 
consisting of: 

cyclopippy!(6,6-diphenyl-6,7^ 
STQ1021 US CNT .5 of 1*. 
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cyclobutyl(6,6<lip^ 
(6,6Kiiphenyl-6/7Kiity^ 

(6 f 6^iphenyl-6,7-dihydro-1 H-inda20l^3-yJ)-(1 r+pyrral-3- 
yl)methanone, 

6-(R,S)-cyclopropyl[6Wluo^ 
indazoI-3-yl]methanone, 

(-)-cycJopropyl[6-(4-fluorophenyl)-6-phen^ 
3-yl]methanone, 

(+)<yctopropyl[6-(44luorophenyl)-6^heny|-6jKlihydrT>1H^ 
3-yI]methanone, and 

cyclopropyf[6,64Dis(4-f^^ 

yl]methanone. 

9. (currently amended) The compound according to claim A claim 3 
wherein R 2 is C(0)-NHRa2, C(0)-N(Ra3)-0Raa or C(0)-N(Ra 2 '). 

10. (original) The compound according to claim 9 selected from the 
group consisting of: 

N-(cyclopropyI>6,6Kltphe^ 

carboxamide, 

azetidin-1 -yl(6,6-d|phenyl-6,7-dihydiX)-1 H-indazol-3-yI)methanone, 

(N-methoxy-N-methyl)-6,6-diphenyl-6,7-dihydro-1H.indazol&-3- 
carboxamide, and 

aziridin-1 -yl(6,6-diphenyl-6,7-dihydro-1 H-indazol-3-yl)methanone. 

11. (currently amended) The compound according to claim 4 claim 3 
wherein R2 is CtRa^N-Rb. 

12. (original) The compound according to claim 1 1 selected from the 
group consisting of: 

ST01021 US CNT ^ of 19- 
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(E,Z)cyclopropyl(6,6^ 
methanone oxime, 
(E)cyc!opropyl(6,6^iphenyl-6,7-dihy^ 
methanone oxime, 
(Z)cyclopropyI(6,6-diphen^^ 
methanone oxime, 

(E,Z)cyclobutyl(6 t 6-diphenyl-6,7-dihydro-1H-indazol-3- 
yl)methanone oxime, 

(EJcyolobutyKe^^iphenyl-e.T^ihydro-IHMndazol-S-yOmethanone 
oxime, 

(Z)cyclobutyI(6,6<liphenyl-6J-dihydro-1H.indazoI-3-yl>methanone 
oxime, 

(E,Z)cyclopropyl(6 f 6-diphenyl-6 y 7-dihydro-2H-indazol-3- 
yl)methanone 0-methyloxime p 
(E)cydopropyl(6,6-dipheny^ 
O-methyloxime, 

(Z)cyclopropyI(6,6-dipheny!-6,7-dihydro-2H-indazol.3-yl)methanone 
O-methyloxime, 

(E.ZjS.e-diphenyl-S^-dihydro-l H-indazoIe-3-carbaHehyde O- 
methyloxime, 

(E, Z)cyclobutyl(6,6-diphenyl-6 > 7-dihydro-1 H-indazol-3- 
yl)methanone O-allyloxime, 

(E)cycIobutyl(6,6<liphenyl-6 > 7^dihydro-imndazol-3-yl)methanf^^ 
O-allyloxime, 

(Z^ydobutylCe.S-diphenyl-B^-dihydro-IH-indazol-S^methanone 
O-allyloxime, 

(E,Z)cyclopropyl(6,6-diphenyl-6 I 7'<lihydn>1 H-indazol-3- 
yO methanone O-allyloxime, 

(2)cyclopropyl(6,6-diphenyl-6,7-dihydro-iHHndazol-3-y0methanone 
O-allyloxime, 
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(E)cyclopropyl(6,6-diphenyl-6,7-dihydro-1H-indazol-3-yl)methanone 
O-allyloxime, 

(E,Z)cyclopropyl(6 ) 6-diphenyl-6,7-dihydro-1 H-indazol-3- 
yl)methanone 0-(2-methoxyethy[)oxrme, 

(Z)oyclopropyl(6,6-diphenyh6,7-dihydro-1 H-indazol-3-yl)methanone 
O-(2-methoxyethy0oxime, 

(E)cyclopropyl(6 I 6-diphenyl-6,7-dihydro-1H-indazol-3-yl)methanone 
0-(2-methoxyethyl)oxime, 

(E^)cyclopropyl(6,6-diphenyl-6.7-dihydro-1H-indazol-3- 
yl)methanone O-benzyloxime, 

(Z)cyclopropyl(6,6-diphenyl-e > 7^dihydro-1H-indazol-3-yl)methanone 
O-benzyloxime, 

(E^clopropyKS.S^IIphenyl-S^-dihydro-IH-lndazol-S-ylJmethanone 
O-benzyloxime, 

(E.Z)cyclopropyl(6,6-diphenyI-6,7-dihydro-1H-indazol-3. 
yl)methanone 0-(4-nitrobenzyl)oxime, 

(Z)<jyt;]opropyl(6,6-dipheny!-6,7<lihydro-1H-indazol-3-y0methanone 
O-(4-nltT0benzyl)oxlme, 

(E)cyclopropyl(6.6-diphenyl-6,7-dihydro-1H-indazol^yl)methanone 
0-(4-nitrDbenzyI)oxinie, 

(E,Z)cyclopropyl(6,6-diphenyl-6,7-dihydro-lH-indazol-3- 
yOmethanone 0-(2<Kmethylamlnoethyl)oxime, 

(Z)cyclopropyl(6,6-dipheny|-6.7<lihydro-1H-indazol-3-yl)methanone 
0-(2-dimethylaminoethyl)oxime, 

(E)cyclopropyl(6,6-dipheny!-6,7-dihydro-1H-indazol-3-yl)methanone 
0(2-dlmethylaminoethyl)oxime, 

(E,Z)cyclopropyl(6,6-dipheny|-6,7-dihydro-1H-indazol-3- 
yl)methanoneO-(2-fluoroethyl)oxime, 

(Z)oycloprx^yl(6,6Kliphenyl-6,7KJihydro-1H-indazol-3-yl)methanone 
0-(2-fluoroethyl)oxime, 

ST01021 US CNT _8 of 19. 
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(E)cyclopropyl(6,6-dfc^ 
0-(2-fluoroethyl)oxime, 
(E,2^-(R,S)^lopropyl[6-^ 
1 H-indazol-3-yl]methanone oxime, 
(E)^(R,S)K:yclopropyI[6-(^^ 
inda2o!-3-yl]methanone oxime, 
(Z)-6-(R,S)-cyclopropyi[6-(4-fluoropheny^^^ 
indazol-3-y!]methanone oxime, 

(-)-6-(Z)^yclopropyl[6-(4-fluoropheny0-6-phenyl-6,7-dihydro-1 H- 

indazoI-3-yl]methanone oxime, 

0^(E)<^clopropyl[6-(4-f[u^ 

indazol-3-yl]methanone oxime, 

(+)-6-(Z)~cyclopropyl[6-(^ 

indazol-3-yI]methanone oxime, 

(E,Z)cydopfOpyl[6 > 6-bis(4-fluoro^ 

yljmethanone oxime, 

(Z)cyclopropyl[6,64)is^ 

yljmethanone oxime, and 

(E)cyclopropyl[6,6-bis(4-fl^^ 

yljmethanone oxime. 



13. (currently amended) The compound according to ctafflM- claim 3 
wherein R2 is NH-C(0)Ra4- 

14. (currently amended) The compound according to claim 13 selected 
from the group consisting of: 

N-(6,6-diphenyt-6,7-dihydro-1 H-indazol-3-yl)cyclopropylamide, and 

N-[6,6-diphenyl-6,7-dihydro-1H-indazol-3-yl]benzamide. 
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15. (currently amended) The compound according to etawM- claim 3 
wherein Ffe is Af phenyl, pvridvl. oxadiazoM orthiophenyL 

16. (original) The compound according to claim 15 selected from the 
group consisting of: 

3-(3-methyl[1 ,2 P 4]oxadiazol-5-yl)-6,6-diphenyl-6,7-dihydro-1 H- 

indazote, 

3,6,6-triphenyl-6,7-dihydro-1 H-indazole, 
6,6-diphenyl-3-pyrid-3-yI-6 f 7-dihydro-1 H-indazole, and 
6,6-diphenyl-3-thiophen-3-yl-6 f 7-dihydro-1 H-indazole. 

17. (currently amended) The compound according to claim 4 claim 3 
wherein R2 is CN. 

18. (currently amended) The compound according to claim 11 claim 17 
wherein the compound is 6,6-diphenyl-6,7-dihydro-1 H-indazoIe-3-caitoonitrile. 

19. (original) The compound according to claim 1 wherein Z is SQ>R 3 or 

COR3. 

20. (original) The compound according to claim 19 selected from the 
group consisting of: 

6,6-diphenyl-1 -(4-toluenesuIphonyl)-6 f 7-dihydro-1 H-indazol-3- 

ylamine and 

1 -(S-Amino-S^-diphenyl-e^-dihydroindazoH -yl)propenone. 

21- (original) The compound according to claim 1 wherein Z is 4- 
aminophenyl. 
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22. (original) The compound according to claim 21 wherein the 
compound is ethyl 1-(4-aminophenyt)-6,6-diphenyM H-indazole-3-carboxylate. 

23. -26. canceled 

27. (currently amended) A method for the treatment of tumors 
comprising administering to a patient in need of said treatment a therapeutically 
effective amount of a compound of formula (1) or formula (2) 



wherein: 

X and Y ind e p e nd e ntly are N g f - CH wh e rein at loas j-s n e of X and Y is44; 
Ar is: 

phenyl optionally substituted with one or more substituents selected from 
the group consisting of: halogen, (C r C 4 )alkyf, (C-C 4 )alko)cy, 
thio(Ci-C 4 )alky!> N0 2 , NH(C r C 4 )alky[ and N((d-C4)alkyfc wherein 
said alkyl may optionally form a 4 to 6 membered ring together with 
the heteroatom to which it is attached and an ortho carbon of the 
phenyl wherein said 4 to 6 membered ring may contain a second 
hetero atom selected from the group consisting of O, S and N, of 

5 or 6 membcrod ■ aromatic ho to rocyol o containing ono or two hotoro 
atoms colootod from tho group con s isting of O, N and S, and 
optionally substituted with one or mor e halogen, ■ (d -G^atky^ 
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' togothor with th e h e teroatom to which it — i s attachod and an ortho 
carbon of oaid - h e t e rooyole where i n s aid 4 to 6 mombor e d ring may 
optiona l ly - ooR i aln a cocond hetoro atom selected from tho group 
consisting of O, S and N, 
Z is H, 4-aminophenyl, SO2R3 or COR3 wherein R3 is (C r C 4 )afkyli (C3- 

C 6 )cycloalkyl, Ar as defined above, (C2-Ce)alkenyl or (C 2 -Ce)aikyny|; 
Ri is H, (C r C 4 )alkyl> (C 3 -Ce)cycIoalkyl or Ar as defined above; 
FV is H or (Ci-C 4 )alkyl; and 

when Z is H, R 2 is a selected from the group consisting of: 
cyano, 

C(0)-ORai wherein Raj is methyl, ethyl or isopropyl, 
C(0)-NHRa2 wherein Raa is cyclopropyl, 

C(0)-N(Ra 2 '), wherein N(Ra2*) is aziridinyi or azetidinyl. optionally 
substituted with (Ci<J 4 )alkyl or Ar as defined above, 

C(0)-N(Raa)-ORa3 wherein each Rag may be identical or different and 
each Ras is independently selected from the group consisting 
of methyl, ethyl or cyclopropyl, 

C(0)Ra* wherein Rat Is Ar as defined above or (C 3 -C s )cycloaIkyl 
optionally substituted with (C^-C^alkyl or Ar as defined above, 

C(Ra4>=N-Rb wherein: 

Ra 4 is H, Ar as defined above, or (Ca-C 5 )cycloalkyl optionally 
substituted with (Ci-C 4 )alkyl or Ar as defined above, and 
Rb is (d-C2)alkyl f (CrC 5 )cycloalky[, hydroxyl, (d-C 4 )alkoxy, 
(C2-C 4 )aIkenyloxy, or (Ci-C 4 )alkylenoxy wherein said 
(Ci-C 4 )alkylenoxy optionally may be substituted with halogen or 
a group selected from the group consisting of carboxyl, 
(CH2)r»Ar wherein n is 0 or 1 and Ar is as defined above, 
(Ci-C 4 )alkoxy, NH& NHKd^alkyl, and N((Ci-C 4 )alkyl) a 
wherein said alkyls together with the heteroatom to which they 
are attached may optionally form a 3 to 6 membered ring which 
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may optionally contain a second hetero atom selected from the 

group consisting of O, S and N, 
NH-C(Q)Ra4 wherein Rsu is H, Ar as defined above, or (CVCs)cycloalkyJ 

optionally substituted with (Ci-C 4 )alkyl or Ar as defined above, 
NHRa4 wherein Ra4 is H, Ar as defined above, or (C 3 -C 5 )cycloalkyl 

optionally substituted with (Ci-C^alkyl or Ar as defined above, 
phenyl, and 

5 to 6 membered aromatic heterocycle containing 1 to 3 hetero atoms 
selected from the group consisting of O, N and S; and 
when Z is S0 2 R 3 or COR3, R 2 is carboxyl, NH a , NHfCi-C^alkyl, N((Ci-C*)alkyl) 2 
or (C3-C 5 )cycloalkylamino; or 

a stereoisomer^ form of the compound of formula (1) or formula (2), or mixtures 
of the stereoisomer^ forms thereof in any ratio; or 

a pharmaco ti ca l ly pharmaceutical^ acceptable salt of the compound of formula 
(1) or formula (2). 

28. (original) The method of claim 27 wherein the therapeutically 
effective amount comprises an amount sufficient to inhibit microtubule 
polymerization. 

29. (original) The method of claim 27 wherein the therapeutically 
effective amount comprises a therapeutically effective endothelial cell detaching 
amount 

30. (original) The method of claim 27 wherein the therapeutically 
effective amount comprises an amount sufficient to inhibit vascularization of said 
tumors. 
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31 . (currently amended) A method for the treatment of cancerous cells 
comprising administering to a patient in need of said treatment a therapeutically 
effective amount of a compound of formula (1) or formula (2) 



wherein: 

X and Y independently are N or CH whor e in at loaot ono of X and Y is N ; 
Ar is: 

phenyl optionally substituted with one or more substituents selected from 
the group consisting of: halogen, (d-C 4 )alkyl, (C r C 4 )a[koxy f 
thio(Ci-C 4 )alkyl, N0 2 , NH(Ci-C 4 )alkyI and N((Ci-C 4 )a!kyl)2 wherein 
said alkyl may optionally form a 4 to 6 membered ring together with 
the heteroatom to which it is attached and an ortho carbon of the 
phenyl wherein said 4 to 6 membered ring may contain a second 
hetero atom selected from the group consisting of O f S and N, Of 

5 or 6 m e mborod aromatic h e t e rocyclo containing one ^ or two hotoro 
atom s s e lected from tho - group cons i sting of O, N and S, and 
optionally s ub s tituted w i th ono or moro ha l ogon, (C4 C 4 )alkyt7 



whoro i n caid a l kyl may optionally form a A to 6 momborod ring 
to g e ther with th e h e teroatom to which it is attachod - and an ortho 
oarbon of sard h e t e rocyclo whoroin caid 4 to 6 momborod ring may 
optionally contain a s e cond hotoro atom s e l e cted from tho group 
consisti n g of O, 5 and N, 



Z is H, 4-aminophenyl, SO2R3 or COR3 wherein R3 is (d-C 4 )alkyl, (Q*- 
C6)cycloalkyl ( Ar as defined above, (C2-C 6 )alkenyl or (C 2 -C 6 )alkynyl; 
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Ri is H, (Ci-C 4 )alkyl, (C 3 -Ce)cycloalkyl or Aras defined above; 
FT is H or (Ci-C 4 )alkyl; and 

when Z is H, R 2 is a selected from the group consisting of: 
cyano, 

C(0)-ORa 1 wherein Rai is methyl, ethyl or isopropyl, 
C(0)-NHRa 2 wherein Ra^ is cyclopropyl, 

C(0)-N(Ra2'), wherein N(R&) is aziridinyl or azetidinyl, optionally 
substituted with (d-C 4 )alkyl or Ar as defined above, 

C(0)-N(Raa>ORa3 wherein each Ra 3 may be identical or different and 
each Ra3 is independently selected from the group consisting 
of methyl, ethyl or cyclopropyl, 

C(0)Ra4 wherein Rsu is Ar as defined above or (C3-C 5 )cycloalky! 
optionally substituted with (Ci-C 4 )alkyl or Aras defined above, 

C(Ra 4 )=N-Rb wherein: 

Ra» is H, Ar as defined above, or (Qj-CsJcycloalkyl optionally 
substituted with (Ci-C 4 )alkyl or Aras defined above, and 
Rb is (Ci-C2)alkyl, (Ca-Cs)cycloalkyl, hydroxyl, (d-C 4 )altoxy, 
(C 2 -C 4 )alkenyloxy, or (d-d>alkylenoxy wherein said 
(Ci-C 4 )alkylenoxy optionally may be substituted with halogen or 
a group selected from the group consisting of carboxyl, 
(CH 2 )^Ar wherein n is 0 or 1 and Ar is as defined above, 
(Ci-C 4 )alkoxy f NH 2| NHfd-C^alkyl, and N((d-d>alkyl)2 
wherein said alkyls together with the heteroatom to which they 
are attached may optionally form a 3 to 6 membered ring which 
may optionally contain a second hetero atom selected from the 
group consisting of O, S and N, 

NH-C(0)Rat wherein Ra 4 is H, Ar as defined above, or (C 3 -C 5 )cycloalkyl 
optionally substituted with (Ci-C 4 )alkyl or Ar as defined above, 

NHRa 4 wherein Raj is H, Ar as defined above, or (C3-C 5 )cycIoalkyl 
optionally substituted with (C r C 4 )alkyl or Ar as defined above, 
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phenyl, and 

5 to 6 membered aromatic heterocycle containing 1 to 3 hetero atoms 
selected from the group consisting of O, N and S; and 
when Z is SO2R3 or COFfe, R 2 is carboxyl, NH 2 , NH(Ci-C 4 )alkyl, N((Ci-C 4 )alkyl) 2 
or (C 3 -Cs)cycloalkylamino; or 

a stereoisomeric form of the compound of formula (1) or formula (2), or mixtures 
of the stereoisomeric forms thereof in any ratio; or 

a pharmacotically pharmaceutical! v acceptable salt of the compound of formula 
(1) or formula (2), 

32. (original) The method of claim 31 wherein the therapeutically 
effective amount comprises an amount sufficient to inhibit microtubule 
polymerization. 

33. (original) The method of claim 31 wherein the therapeutically 
effective amount comprises a therapeutically effective endothelial cell detaching 
amount. 

34. (original) The method of claim 31 wherein the therapeutically 
effective amount comprises an amount sufficient to inhibit vascularization of said 
cancerous ceils. 

35. (original) A pharmaceutical composition comprising one or more 
compounds of formula (1) or formula (2) according to claim 1 and one or more 
pharmaceutical^ acceptable carriers, diluents, adjuvants or excipients. 
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